The 1 H NMR spectra for prilocaine·HCl (HPLC) and prilocaine freebase (PLC) in CDCl 3 are shown in Fig. 1 . The successful conversion of HPLC to PLC is clear from the significant upfield shift of H N2 from ∼10.5 ppm for HPLC to ∼2.6 in PLC. The 1 H spectra for HPLC in D 2 O is also shown.
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The 1 H NMR spectra for prilocaine·HCl (HPLC) and prilocaine freebase (PLC) in CDCl 3 are shown in Fig. 1 . The successful conversion of HPLC to PLC is clear from the significant upfield shift of H N2 from ∼10.5 ppm for HPLC to ∼2.6 in PLC. The 1 H spectra for HPLC in D 2 O is also shown. Tables 1 & 2 show the seed potentials used for the EPSR simulation for HPLC in water and PLC in water/methanol solutions as described in the main text. Figure 2 shows the -CH 3 -N1 interactions between PLC and methanol in the methanol/water solutions as mentioned in the main text.
Seed potentials

Methyl-N1 interactions
Methyl orientation below the methylphenyl ring Figure 4 shows the Euler angle probability density maps used to generate the most likely orientation of methanol below the methylphenyl ring as depicted in Fig. 11 of the main text and and Figure 3 shows the definitions for the angles used in the analysis Orientation of bridging water around N2 Figure 5 shows the Euler angle orientational probability maps for water around N2 on PLC used to generate Figure 13 in the main text. There is an expected symmetry in shifting ψ by 180°given that the axes on water have this symmetry. The distribution of orientations indicate that although the preferential orientation is somewhat broad, it is highly likely that a single water molecule will form two hydrogen bonds on prilocaine. The distances used were the maxima for g OHw (r) and g N2Hw (r). Table 2 The parameters used in the EPSR simulations for the solvents. The first 4 atom types on methanol, Ow and Hw on water. Euler angle probability density maps for nearest neighbour methanol molecules underneath the methylphenyl ring. Left: (cosθ or , φ or ), right: (cosθ or , ψ or ).
1-4 | 3 Fig. 5 Euler angle probability density maps for water around N2, plotted using the reference system from the amine nitrogen (N2) for PLC in methanol/water solution. Left: (cosθ or , φ or ), right: (cosθ or , ψ or ).
